Sulfur oxides (SO x ), particularly SO 2 emitted by coal-fired power plants, produce long-term risks for cardiovascular disease (CVD). We estimated the relative risks of CVD and ischemic heart disease (IHD) attributable to SO x emission globally. National SO x reduction achieved by emissions control systems was defined as the average SO x reduction percentage weighted by generating capacities of individual plants in a country. We analyzed the relative risk of CVD incidence associated with national SO x reduction for 13,581 coal-fired power-generating units in 79 countries. A 10% decrease in SO x emission was associated with 0.28% (males; 95%CI = −0.39%~0.95%) and 1.69% (females; 95%CI = 0.99%~2.38%) lower CVD risk. The effects on IHD were > 2 times stronger among males than females (2.78%, 95%CI = 1.99%~3.57% vs. 1.18%, 95%CI = 0.19%~2.17%). Further, 1.43% (males) and 8.00% (females) of CVD cases were attributable to suboptimal SOx reduction. Thus, enhancing regulations on SO x emission control represents a target for national and international intervention to prevent CVD.
to scrub SO x from the flue gas, called a flue gas desulfurization (FGD) system. Another method to reduce SO x emission is the use of low sulfur coal, such as sub-bituminous coal mined in the Powder River Basin of Montana and Wyoming 19 . However, this method is not efficient and has a limited application globally. Indeed, FGD products represent an efficient and economically feasible approach to control emissions on a large scale. The cost to retrofit US plants with FGD equipment was estimated at about $407 (2008 USD) per kilowatt (kW) for a 500-megawatt (MW) plant in 2009; this cost escalates yearly by $16 20 . For most nations, coal-fired power plants are either state-owned or government-funded, giving governments direct authority on implementing emission controls; privately-owned power-generating units can be required to follow emissions regulations.
Here, we estimated the relative risks and incident cases of CVD, particularly ischemic heart disease (IHD), attributable to SO x emission from coal-fired power plants from a global perspective. This study sought to determine the potential reduction in preventable CVD that could be attributed to reduced global SO x emissions.
Results
Data on the coal capacities of power plants across the globe were derived from the Utility Data Institute World Electric Power Plants Data Base (UDI WEPP) 21 . We identified a total of 13,581 generating units in 79 countries that used coal as the primary energy source ( Table 1 ). Most were in Europe (N = 36), the Americas (N = 12), and the Western Pacific (N = 11).
To calculate SO x emission controls, the efficiencies of different SO x reduction control systems in coal-fired power plants were extracted from the literature. Most SO x control systems in the studied countries had relatively high SO x reduction efficiency, by 80% or more ( Supplementary Table 1 ). Data on SOx control technology were only available for larger power plants. As a consequence, 19 countries had no data on control technologies. However, the total capacity of plants with missing control technology data is only 14.15 GW, representing 0.78% of the total coal capacity in the study. We assigned those missing as 0 reduction in the following analysis. We defined national SO x reduction as the average SO x reduction percentage weighted by generating capacities of individual plants in a given country. Total coal capacities and national SO x reduction in included countries in 2012 are summarized in Fig. 1 . The lack of installing control systems in small units in many countries produced a bimodal distribution of national SO x reduction, with a median of 58.49% ( Supplementary Figure 1) .
To determine effects of SO x emission controls on CVD, we extracted age-and sex-adjusted CVD incidence rates from the Global Burden of Disease (GBD) Study 22 , including two subcategories: ischemic heart diseases (IHD) and rheumatic heart diseases (RHD). The former reflects coronary artery disease, which may have a stronger association with air pollution; the latter is a contagious disease that we used as a falsifying outcome. Table 2 summarizes these and other covariates included in the study. IHD was more common among males, while RHD, accounting for less than 1% of CVD, was more common among females. One behavior risk factor for CVD-smoking prevalence-was almost three times higher among males than females.
We applied a Poisson regression to analyze the relative risk of age-standardized CVD incidence associated with national SO x reduction, adjusted for behavior, economic, and regional factors. A 10% decrease in SO x emission from coal-fired power plants is associated with a 0.75% lower standardized CVD incidence rate [relative risk (RR) = 0.9925, 95% confidence interval (CI) = 0.9892-0.9959], after adjustments (primary model, sex combined, Table 3 ). The association of SO x reduction was stronger for lower CVD in females (RR = 0.9831, 95% CI = 0.9762-0.9901) than in males (RR = 0.9972, 95% CI = 0.9905-1.0039).
Results of analysis of IHD and RHD as different outcomes are presented in Table 4 . Unlike the effects on CVD, the effects of SO x reduction on IHD were stronger in males than in females. A 10% decrease in SO x emission from coal-fired power plants was associated with 0.9722-fold (95% CI = 0.9643-0.9801) lower IHD incidence among males, while females had an analogous association of 0.9882 (95% CI = 0.9783-0.9981). No statistically significant relationships between SO x reduction and RHD incidence rate among either males or females were found. CVD incident cases attributable to suboptimal emission controls were estimated in all studied countries, assuming every country can reach 95% emission reduction. The fractions of CVD attributable to suboptimal SO x reduction (PAF) were up to 1.43% and 8.00% for males and females, respectively ( Supplementary Table 2 ). Similarly, the PAFs of IHD from suboptimal SO x reduction were up to 13.24% and 5.70% for males and females, respectively. The number of attributable cases varied widely between countries. Take IHD for example, India and 
Discussion
To our knowledge, this is the first study showing the preventable CVD incidence attributable to SO x reductions from coal-fired power plants from a global perspective. We found that 10% reductions in SO x emissions were associated with CVD incidence rates that were 0.28% lower for males and 1.69% lower for females. Up to 13.24% and 5.70% of incident IHD cases are attributable to suboptimal SO x emissions control in coal-fired power plants among males and females, respectively, given a country can reach 95% SO x reduction in the electricity sector. Our falsifying test (see Methods) revealed no relationship between RHD and air pollution, supporting SO x as a risk factor on air pollution related CVD. Taking SO x reduction in coal-fired power plants as a determinant of CVD incidence was reasonable and adequate from several perspectives: (1) The majority of SO 2 emission was from fossil fuel combustion, mostly coal-fired power units. Therefore, using the reduction percentage in coal-fired plants could capture the largest amount of SO x reduction. (2) The implication of national SO x reduction provides an alternative for policy application at the national level. By summarizing a national SO x reduction, policy makers could use the results presented here to help estimate the counterfactual outcome given a country has improved its SO x control system in coal-fired power plants. (3) Our approach provides a direct method to estimate the externality costs from Considering the magnitude of estimated costs of CVD, retrofitting FGD equipment in coal-fired power plants could be economically justifiable. Take the US as an example: the national SO x reduction is 82.60% in the US. The US needs to install FGD in a total capacity of 42,093.37 MW (=339462.7 MW*(95%-82.6%)) to reach optimal reduction. Given the the cost of installing FGD at $455 per kW and 30 years lifetime of coal-fired power plants 19 , the annual cost of SO x emissions control would be $638.42 million, nominal price. In contrast, the estimated cost of CVD is $1,067.96 million (=564.32 billion dollars*(2,756/1,456,342)) 2,23 under the estimated PAF = 0.0003 for males and 0.002 for females, respectively, in the US (Supplementary Table 2 ). Yet, for many countries, the situation is more nuanced. For example, China has much higher CVD incidence and PAF than the US, so the health benefits per unit of SO x reduction could be much higher, making FGD installation a cost-effective strategy to improve public health. Moreover, developing countries usually have relatively low SO x reduction rates, such The log-linear model also provides an interpretation of elasticity. For example, the elasticity of IHD on demanding SO x emission control systems is 0.07 (=ln(0.9722) × 2.5) and 0.03 (=ln(0.9882) × 2.5) among males and females, respectively, given the national SO x reduction is 25% in a given country ceteris paribus (Table 4 ). This implies the change of IHD is more sensitive to SO x reduction among males than females. Similarly, the elasticity is 0.21 (=ln(0.9722) × 7.5) and 0.09 (=ln(0.9882) × 7.5) among males and females, respectively, given the national SO x reduction is 75% in a given country ceteris paribus. The elasticity becomes larger when SO x reduction improves, which means the incidence of IHD would be even more sensitive to additional improvement of the emission controls for countries having already had better SO x control systems in coal-fired power plants.
Several limitations or concerns should also be addressed. (1) The cross-sectional study did not provide a temporal interpretation of the causal effect of SO x reduction on CVD prevention. However, since the national SO x reduction in 2012 remained relatively constant compared to our 2016 data, it could be deemed as a marker for what has happened over many previous years. (2) Despite using an ecological study design, the potential for "ecological fallacy" 24 is unlikely because our analysis on aggregated data is meant to inform policy decisions at the national level and for international comparison, but not at the individual level 25 . (3) This approach can be regarded as conservative in the sense that some of these plants may have actually reduced emissions more than our approach recognizes, implying that our approach actually underestimates the association between SO x and CVD/IHD. Countries with national SO x controls equal to 0 had lower CVD incidence rates (631 vs. 960 cases per hundred thousand males, on average). However, note that plants with missing control data amount to less than 1% of the total global coal capacity, so different assumptions about these missing data are not expected to have a meaningful impact on the analysis. (4) The study did not adjust for meteorological, geographical and/ or other covariates 26 . If we assume the lack of considering meteorological effect misclassified our exposure, we might underestimate the true effect as well. Other covariates, such as socioeconomic status has an impact on cardiovascular disease at individual 27 and national levels 28 . Also, we've adjusted per capita GDP(PPP) and the geographic region as proxy indicators of healthcare expenditure and living standard. However, similar to previous report 29 , we didn't find any statistically significant relationship between coal capacity and socioeconomic status at the national level. (5) It is noteworthy that even though the study does not explicitly calculate the effects of detailed secondary formation and/or byproduct of SO2, retrofitting SOx control system reduces both SO2 and its secondary products. It is the cumulative effect that is of interest in this study. We did not consider the influence of seasonal differences on SOx emission, either. Instead of the ambient SOx levels, we focused on the reduction (control) effect of SOx emission (%) from coal-fired power plants, which is assumably constant across seasons. (6) The outcome data were obtained and interpolated from the GBD estimation 22 . Although we acknowledged the possible inconsistency of over-or under-reports from the global incidence data, GBD estimation provided the most thorough CVD incidences that we could access for a better international comparison.
Conclusion
In conclusion, CVD is a common, costly, and often fatal condition. Improvement in SO x controls in coal-fired power plants has a marked association with lower incidence of CVD and IHD. Although the causality and biological mechanisms need further exploration, SO x emission is a pervasive public health issue with major cardiovascular and healthcare economic consequences. Since SO x emission is primarily from coal combustion, regulations on SO x emission do present a key target for national and international intervention.
Methods
Data source. A total of 79 countries with data available for analyses were included in 2012. We obtained the age-and sex-adjusted CVD incidence rates from the Global Burden of Disease (GBD) Study 22 . CVD data included two subcategories, ischemic heart diseases (IHD) and rheumatic heart diseases (RHD). The former was coded as 410-410.9, 411-411. 1, 411.8-411.9 The GBD study has thorough estimation of incidence rates of CVD in 2010 and 2015, respectively. For CVD incidence rates data between 2011 and 2014, we estimated using linear interpolation.
Coal capacity is defined as the generating capacity of a coal-fired power plant [unit: megawatt (MW)]. The estimation for reduction of each unit is based on the representative SO x reduction percentage of the corresponding control technology from literature review, summarized in Supplementary Table 1 . National SO x reduction is the coal-capacity-weighted average SO x reduction in a given country. The formula is written as follows: We also collected data exclusively on both behavior and economic covariates at the national level, including smoking prevalence, economy, traffic index, and macroeconomic indicators, and industrialization. Annual smoking prevalence within each country was estimated and sex-and age-adjusted 31 . The macro level indicator was the annual per capita gross domestic product adjusted for purchasing power parity [GDP (PPP)] and inflation to the base year 2011 to capture a country's standard of living level 32 . Traffic index, measured as the proportion of a country's population living in urban areas, was applied to capture air pollutants emitted from all mechanical vehicles and public transports associated with human activities 33 . The industrialization level was measured using the shares of CO 2 emissions from manufacturing industries and construction in total CO 2 emissions (% of total fuel combustion) 34 . We further grouped studied countries into 6 WHO regions (combination of geographical distribution and mortality): Africa, the Americas, Southeast Asia, Europe, Eastern Mediterranean, and the Western Pacific 35 .
Data analysis.
We took a natural logarithm of coal capacity to approximate normal distribution in the model. A Poisson regression was performed for count data of incidence cases of diseases. Our primary model is as following: where i denotes each country; ln(E[λ i ]) denotes the natural log of expected standardized incident rates for CVD conditioned on covariates X i ; β 0 is the intercept; β β to 1 6 are coefficients of individual covariates; and I_Region is indicator variable for the six WHO regions to consider the underlying difference in hygiene and healthcare status.
In addition to the above primary model, four other models were specified to assess sensitivity to the inclusion of different adjustment covariates. They were: (1) Univariate model with SO x reduction only; (2) Behavior-adjusted model with smoking prevalence and healthcare index of per capita GDP (PPP); (3) Economic-adjusted model with per capita GDP (PPP), traffic index, and industrialization; and (4) non-regional model with combination of behavior and economics. All models were analyzed for both sexes combined, males, and females, respectively, and weighted by nationwide sex-specific population 33 for all multivariate models. Under the assumption that every country could hypothetically reach an optimal national SO x reduction by a factor of 95%, we estimated the proportional attributable factor (PAF) for IHD for every country. The formula for PAF is written as follows 36 :
where P i is the proportion of people exposed to suboptimal SO x reduction. In the estimation, we applied WHO mortality strata and assumed the P i is 0.1 in strata A countries and 0.5 in stratum B to E countries 37 , respectively, as often used in other studies [38] [39] [40] . RR i is the relative risks from the primary model, comparing existing national SO x reduction in 2012 vs. the counterfactual optimal reduction (95%). Supplementary Table 2 shows the step-by-step calculation for PAFs. The incident cases of IHD attributable to SO x controls in coal-fired power plants were estimated by multiplying the standardized incidence rates by sex-specific population and PAF.
= × × SOx associated IHD Population P AF Standardized Incidence Rate
We performed the PROC GENMOD procedure with a log link function, using SAS version 9·4 (SAS Institute, Cary, NC, US) to estimate the effect of selected factors on standardized incidences of CVD, IHD, and RHD, respectively.
Additional analysis and falsification test.
To investigate the possibility that general health improvements correlated with SO x reduction in coal-fired power plants might be obscuring our CVD results, we further analyzed two subcategories of CVD: IHD and RHD. Since the latter is related to previously unsatisfactorily-treated streptococcus infection, we identified RHD as a falsification outcome that might be a marker that are not expected to bear any relationship to air pollution. We applied the primary model for IHDs and rheumatic heart diseases, respectively, as the additional analysis and examined whether the relationship between RHD and SO x reduction existed as a falsification test.
